Gastroesophageal reflux disease (GERD) is a multifactorial disease with both anatomical and functional factors involved in the pathogenesis. Although the basic understanding is that GERD is caused by increased relaxation of the transient lower esophageal sphincter accompanied by impaired lower esophageal sphincter basal tone or gastric or esophageal motor dysfunction, the exact pathogenesis of GERD is still not fully understood.
Gastroesophageal reflux disease (GERD) is a multifactorial disease with both anatomical and functional factors involved in the pathogenesis. Although the basic understanding is that GERD is caused by increased relaxation of the transient lower esophageal sphincter accompanied by impaired lower esophageal sphincter basal tone or gastric or esophageal motor dysfunction, the exact pathogenesis of GERD is still not fully understood. 1 In addition, environmental factors are considered as important risk factors for GERD, more specifically, being overweight/obese, inappropriate dietary habits, lack of regular physical activity, and smoking. 2 Nonetheless, whether or not the improvements or changes in these lifestyle habits can lead to a protective beneficial effect against GERD remains unclear. American College of Gastroenterology guideline regarding the lifestyle interventions for GERD suggests that weight loss is an effective regimen for GERD symptom improvement and therefore is strongly recommended for patients with body mass index (BMI) >25 kg/m 2 or with recent weight gain. 3 Previous randomized controlled trials and prospective population-based cohort studies that assessed the effect of weight reduction for the management of GERD-related symptoms in obese subjects sometimes demonstrated beneficial effects, with normalization of pH measurements or dose-dependent decrease in symptom prevalence after weight loss. However, other studies suggested that weight loss has no effect on the improvement of GERDrelated symptoms. 4 Hitherto, the effect of weight loss on GERD is still under debate without conclusion. Although there are multiple reasons for the disagreement, key reasons include the following: the patients also had hiatal hernia, which is the fundamental cause of GERD symptom and therefore cannot be improved with weight loss, and subjective evaluation of the symptoms that vary among different studies. 4 Overall, studies that focus on a more objective and accurate index-which is endoscopic erosive esophagitis-and its association with weight change are limited. In this issue of Gut and Liver, Bang and Park 5 have presented an evidence for the association of BMI with endoscopic erosive esophagitis in their retrospective cohort analysis of the health checkup population. More specifically, improvement of erosive esophagitis was associated with reduced BMI, and adequate weight reduction was positively correlated with more pronounced improvement of erosive esophagitis. Compared to the group with no BMI reduction, the group with BMI reduction exhibited better resolution of erosive esophagitis (odds ratio, 1.44; 95% confidence interval, 1.09 to 1.92), indicating the clinical significance of these findings. Furthermore, these effects are more pronounced in obese subjects. The main strengths of this study are as follows: a longitudinal analysis of exceptionally large population for a 5-year follow-up duration; the effect of weight management evaluated by objective improvement of erosive esophagitis; and the study cohort being a health checkup population, allowing for adjustment of various confounding parameters. Most interestingly, in the subgroup with BMI reduction ≥1, persistently significant resolution effect of erosive esophagitis was observed even after adjusting for various metabolic parameters (i.e., lipid profile or homeostatic model assessment for insulin resistance). This suggests that correction of obesity without metabolic regulation is sufficient for adequate beneficial effect. However, assessing long-term effects beyond the current follow-up duration can lead to different outcomes, and improvement of long-term obesity will maximize the regulation of metabolic syndrome, resulting in a greater improvement of erosive esophagitis. In fact, the pathophysiological mechanism of erosive esophagitis in obese or overweight population may involve both the mechanical cause-relaxation of lower esophageal sphincter induced by an increased abdominal pressure-and other coexisting metabolic syndrome as another cause. Visceral fat secretes inflammatory mediators, cytokines, and insulin-like growth factors to induce a systemic inflammatory and insulin-resistant state, which may be associated with esophagitis, although there is insufficient evidence. 6, 7 Nonetheless, a previous study assessing the association between BMI and the occurrence of erosive esophagitis demonstrated that cardiometabolic risk factors greatly contributes (>35%) to the occurrence of GERD, partially or fully mediating the association between overweight/obesity and incident erosive esophagitis. 8 The conclusion by Bang et al.
needs to be further specified with consideration of these findings. In other words, in order to identify whether the improvement of erosive esophagitis via weight reduction is solely due to the weight reduction or is through metabolic regulation, analysis of subgroups (metabolic unhealthy obesity and metabolic healthy obesity) is required. Based on the findings of this subgroup analysis, management of erosive esophagitis in each subgroup can be differentially performed by therapeutically targeting the BMI or directly targeting the metabolic syndrome.
In conclusion, aside from pharmacologic or endoscopic treatment, the importance of weight management should be primarily considered as the foundation of the treatment of erosive esophagitis. More specifically, life style modification in obese subjects is more important than other treatments. Indeed, the pathophysiologic aspect of treatment effectiveness still remains unclear, and improvement from BMI reduction to the mediating effect of metabolic syndrome should be simultaneously considered and performed in future studies.
